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Sir: 



DECLARATION 



I, Ian Kirk, hereby declare and state that: 

1 . 1 am the applicant named in the present application. 

2. I have read the outstanding official action mailed December 5, 2006 and, 
in particular, the rejection of claims 3. 7-9 and 11 as allegedly unpatentable over 
Antonsson et al. (WO 97/23499). 

3. In response, I attach copies of laboratory notebook pages of my assistant 
M. E. McComiick (with the dates blanked out), who was working under my direct 
supervision and control, which demonstrate by way of inhibition of paw oedema 
experiments performed prior to the July 3, 1997 publication date of Antonsson et al., 
that meiagatran exhibits inhibition of oedema. 

4. From the results reported in the attached notebook pages, I conclude that 
meiagatran and prodrugs thereof would be useful in the treatment of inflammation. 
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I declare that all statements herein of my own knowledge are true and that all 
statements made on information and belief are believed to be true; and further that 
these statements were made with the knowledge that willful false statements and the 
like so made are punishable by fine or imprisonment, or both, under Section 1001 of 
Title 18 of the United States Code, and that such willful false statements may jeopardize 
the validity of the application or any patent issuing thereon. 




Ian Kirk 
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"Book no: B926 Expt No: C91 

Operators : MEM ' Date: 




Page ] (of ® 



SiOTature: 



Countersign: 



7- 



Title: 



Effect of Melagatran ( a thrombin antagonist) on paw oedema. 



M.elacxatran (2^imoiykg sub-cut) inhibited the oedema by 29%. one hour 
.. ' after the injection of cairageenan but there was Uttle inhibition at the later 



times. 



2. Melagatran {20pjnol/kg oral) had no effect on the oedema at any time, 
measured. ^ . , 



Compound '. Dose 


% inhibition 
1 hour .2 hours 4 hours 6 hours • 


Indomethacin lOmg/kg (p.o.) 


-5% . 5G% 39% . ^0 


.Melagatran . 20]J.mol/kg (p.o.) 

2|imo]/kg (s.c.) . 


14% . 177c -14%. -2% '■ 
29% . .137o 3%. .13% 



Methods: 30 male CR/CD rats were used (Batch RE8957). 

■ The rats were marked and treated as in expt €75. • 
; Measurements of the paws were made at l , 2, 4 and 6.hours. • 
CarraHeenan was made up .as previous. . . . 
NB Rits were fed after the 4 hour measurement (5hours after dosmg) 
as the Home Office are concerned about the time the rats are starved 
for. 



Gompound: Indomethacin was prepared as previous to give lOmg/kg of Indo. (p.p. . 

• Melagatran was dissolved in water to give a sohi of 1 .72mg/ml for oral 
dosing, or in cyclodextrin (40%). at a cone of O.S6mg/ml for sub-cut- 

dosins: ,„ X u * 

Rats were dosed at Sml/kg for oral dosing and Iml/kg for sub-cut 

dosins. • 
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Treatment: 



Group 


.Rat 
number 


weight range 
(^rams) 


treatment 


Plantar 
iniection 


1. • 


•1-5 


210-240. 


Vehicle fp-o.) 30 min pre-dose 


carra2:eenan 


2. 


• 6 - 10 


= 226-253 


IndolOme/k^ (p.o/) 30.nnin.pre-dose 


carra^eenan v 


3. 


• 11-15 . 


211 -250 . 


Mela2;atran 20aniol/kg(p.o,.) 


carrageen an ■ 


4. •■ • 


.a.6-20 


215-250 


Mela2atran.2|inriol/kg(s.c.) 


carrageenan- 


.5. 


21-25 


234 - 253 


Cyclodextrin control 


carrageenan 


6; . 


- 26 - 30 


218-248 


Saline fs.c;) 30 min ppe-dose 


carraeeenan • 



Results: ■ . Seetatle. ' - • 

. ■■ Mela^atran had no effect-on the oedenia when dosed orally^ 
■ . . somelnhibitiofi, when dosed sub-cut one hour after the sub-plantar 
injection." 

Table 1: .Effect of compounds on oedema 





1 hour 
vol: % inhib 


2 hours 
vol % inhib 


4 hours 
vol % inhib 


• 6 hours 
vol % inhib 


rnean control (all 3 groups) 
sem ' 


0.419 
0.054 




0.441 
0.074 




0.948 
0.079 




0.858 
;0.G79 




Melagatran 20umol/kg"p.o. • 
serri . 


0.359 
iD;047 


.14.4 
11.2 . 


0.369 
.0.055 


16.5.: 
12.4 


1.076 
0:099 


-13."5--- 
- 10.4 


0.878 
•0.106 


-2.4 . 
• 12.4 


Melagatron 2umol/kg sc 
sem 


0.298 
0.031 


29.0 
7.4 


0.386 
0.042 


12.5 
9.6 ■ 


0.921 
0.083 


2.9 . • 
8.7 • 


0.744 
0.104 


13.3 . 
12.1 


lndo10mg/kg. 
• sem 


0.440 
.0.068- 


-4:9 . ■ 
16.2 . 


0.221 
0.092 


49.8 
20.9 " 


0.577 
0.167 


.39.1 
•;17.6 . 


0.754. 
0.134 


. .12.2 
.- 15.6 
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a> 
£ 

O 
> 

CO 
.D. 

C 

(D 
CO 

cc 

-■1 — 

o 



1.2 

1- 
0.8- 
0,6- 
0.4 
0.2i 
. 0 
-0.2- 



Effect of Me.lagatran on paw oedema 

T 




Control • 

-^o— -M.elagatrari:2p|j.mbl/kg oraJ" 
— >---^.Melagatran:2iimp^ sub.cut 



-1 



: Data from Kicel: 



.0 



•'■ r. 



Compound dosed 30 minutes before sub-plantar injeriion. 

■ -T— — -r— r- 1 : 1 

3 4 ,. 5- 6 . 7. 



— T" 

2 



Time (hours) after sub-plantar injection 




2' 



;0- ■ 




8 



CD 



[raw data"! 



FROM • • 
5TEFA2<r; CARiSSOK 



DEPARTMENT ^ , _ 

Cardiovascular Phaimacoiogy> Freelimcai R&D 



FAX. NO. . 
■ 46-31-776 3765 



TO 



... FAX NO. 
: ' .44 1505 645574: 



Department of Phai^'acoiogy,.--^^.^ „ ■ 
Bakewen-RoadvLougbborougii, Leics Li.ll ORrf:, 

UK... 




Dear lari/ 



I.haye com; 

; Aria.sstlietizsd^ 
.^ra'i., iv"' , . •■- 



.TBolvLs'dosa 
pmol/k^-. • 

0.':07 

0.2 
0'33 



.■Vehicle: saline. 



Infusion dose 

pmol/kg-ti 

•b.l8. 

. 0.32 • .. 
0.5 

•LO • . 



.■■Mean Cp ■prnol/i . 
■.diixing'90rnin: 
(v/ e have not 
. tes-tsd.anj/ longer 
• periods) ' 



.0.142; . 

.0332 
0.557 
1.174 



therapeutic level 
therapeutic level 



.ConscioTis rat ■■ 

2 sc, ir, s.lin. or 40% cykiodextrin. as ve-hides. Cyklodaxtrin, wiU : 

prolong the effect. Volume: 1 inl/kg 

"2p-piiidl/k.g,po,m.sterile v/ater,^ , . '. 



MAILING ADDRESS. • ■ ; ' 

AstFa-'Hassle AB • • • • 
S-431 83 Molndal. Sweden 



031-775 10 00 . 
31 776 10 -00 / 



03V775 37 00 * 
: 146 31 776 37 00 



-r4S 31 7.'£37cs 




STEFAN CAELSSO: 



. Cheers/ 
.- Stefan 
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2(1) 



Consciotis mouse 

' 275 >amdl/kg, poJn sterile ■■water,, volum 

If you also .wotild do .experixnents with iv bolus -rixihisions. you can use the.' .;: 
factor 1.36 times the figures in the rat. schedule above. 

. a. 

o 



CO 
LU 
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Directions for preparation and .handling jj —^^h^sl^^ 

Pharmaceutical R&D '. 
. Phamiaceufcics " ■. " ■,. '■!/. 



H 319/68 solutions 0-500 [xmol/ml 



> ■ ■ ;•• ■ . . ■ v'^--/;--; 

O - ■ 

•O ^- Material;:^ ■,. ^■ , . ' ; •. ;■ 

. ; ■ apprbx. i g ■ : •• ''-'.■■■■''■■■:/■■:■.■■■"■ 

• ■ ■ ■ ■ ■ Preparati^^^ • 
CO-- ■ ■. 

^ . ' H ■319/S is easilv dissolved in wat^r .pr. a 40%- cydodextrin ^eMde: Sdl^^^^ 
.. ■andstabiity is pH-.aependant^^^^^^ addic range. We siiggest 

:iKat hyai:ochloric:addis usedtp.adoustpHto app^^ . V - 



Avoid heating of solutions. ., . " " . ; ■ ^- o •' 

Solutions .pH 2-6: Store in refrigerator (-.2 - -.S=C) ror not more, ^an o • 
. - ;. : ; • .. . months or at rooniL temperature tor not more than 1 w 
5olutioiis 'pH 7-9: • Use within 14 ay; - ■ ■ X . \ 



ASTIlA^HASSLEAB.. 
PharmaGeu tical R'&P 
Pharmaceutics 

... /^i _ 

Ilans Jpnsson 
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